BIOTECHNOLOGY 
SYSTEMS 
BRANCH 



RAW SEQUENCE LISTING 
ERROR REPORT 




The Biotechnology Systems Branch of the Scientific and Technical Information 
Center (S I'IC) detected errors when processing the following computer readable 
form: 



Application Serial Number: 
Source: 



-Cate Processed by^STlC: ^ 

THE ATTACHED PRINTOUT EXPLAINS DETECTED ERRORS. 

PLEASE FORWARD THIS INFORMATION TO THE APPLICANT BY EITHER: 

1) INCLUDING A COPY OF THIS PRINTOUT IN YOUR NEXT COMMUNICATION TO THE 
APPLICANT. WITH A NOTICE TO COMPLY or, 

2) TELEPHONING APPLICANT AND FAXING A COPY OF THIS PRINTOUT, WITH A 
NOTICE TO COMPLY 

FOR CRF SUBMISSION AND PATENTIN SOFTWARE QUESTIONS, PLEASE CONTACT 
MARK SPENCER, TELEPHONE: 703-308-4212; FAX: 703-308-4221 
Effective 12/13/03 : TELEPHONE: 571-272-2510; FAX: 571-273-0221 



TO REDUCE ERRORED SEQUENCE LISTINGS, PLEASE USE THE CHECKER 
VERSION 4.1 PROGRAM , ACCESSIBLE THROUGH THE U.S. PATENT AND 
TRADEMARK OFFICE WEBSITE. SEE BELOW FOR ADDRESS: 

httn://www.uspto.gov/web/onices/pac/checker/chkr41note.htm 



Applicnnis subniiiiing genetic sequence information electronically on diskette or CD-Roni should be aware that there 

a possibility that ilie disk/CD-Roni may have been afTcctcd by trenlmcnt given to all incoming mail. 

Please consider using alternate methods of submission for ihc disk/CD-Roin or replacement disk/CD-Rom. 

Any reply including a sequ ence listing in electronic form should NOT be sent to Ihc 2023 1 /ad code addre ss for the 

United Slates Patent and Trademark Qfllcc. and instead should be sent via the followinu to the indicated addresses: 

1. EFS-Bio (<httD://www.usDto.gov/ebc/efs/downloads/documents.htm> , EFS Submission 
User Manual -cPAVE) 

2. U.S. Postal Scr\'ice: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450 
3 Ham! Carry directly to (EFFECTIVE 12/01/03): 

U.S. Paicni and Trademark Office, Box Sequence, Customer Window. Lobby, Room 1B03, Crystal Pla/a T\vo, 
201 1 Soudi Clark Place, Arlington, VA 22202 
4. Federal Express, United Parcel Service, oc other delivery service to: U.S. Patent and Trademark Office, 
Box Sequence, Ro(Tm4B03-Mailroom, Crystal Plaza Two, 201 1 South Clark PTticc, Arlington, VA 22202 



Revised 10/08/03 



Raw Sequence Listing Error Summary 



SUGGESTED COKUECnON 



SERIA 



LNuJlBER: 



ATI N: ^E\V RULES CASES: PLEASE DISREGARD ENGLISH **ALrHA" HEADERS. WHICH WERE INSERTED DV PTO SOFTWARE 

I Wrapped Nuclcics The numyfcr^texi at the end of each line "wrappcd"'dovvn to ihc next line* ^hTs may occur if your file 

Wrapped Annnos was retrieved in a word processor after crcaiini; A! W^asc adjust your right margin to .3; this will 
prevent '^v^appi^g," 

2 Invalid Line Length The rules require that a line not exceed 72 characters in length. This includes white spaces. 

3 Misaligned Amino The numbering under each %^ amino acid is misaligned. Do not use tab codes between numbers; 

Numbering use space characters, instead. 



4-» Non-ASCII 



Variable Length 



Patcniln 2.0 
" "bug" 



wThc submitted file was not saved in ASCn(DOS) text, as required by the Sequence Rules. Tlcase 
^ensure your subsequent submission is saved In ASCII text. 

Scqucnce(s) contain n's or Xaa*s representing more than one residue. Per Sequence Rules. 

each n or Xaa can only represent a single residue. Please present the maximum number of each 
residue having variable length and indicate in the <220>-<223> section that some may be missing. 

A "bug" in Patcntin version 2 0 has caused. ihc <220>-<223> section to be missing from amino acid 

sequcnccs(s) . Normally, Patcntin would automatically generate this section from the 

previously coded nucleic acid sequence. Please manually copy the relevant <220>-<223> section to 
the subsequent amino acid sequence. This applies to the mandatory <220>-<223> sections for 
Artincial or Unknown sequences. 

7 Skipped Scqucjiccs irqucncc(sj missing. If intentional, please inscii th" fcl-owing lines for each skipped scqu: «* o 

(OLD rules; (2) INFORMATION FOR SEQ ID NO.X: (insert SEQ ID NO where "X" is shown) 

(i) SEQUENCE CHARACTERISTICS: (Do not insert any subheadings under this heading) 
(xi) SEQUENCE DESCRIPTION:SEQ ID NO:X: (insert SEQ ID NO where "X" is shown) 
This sequence is intentionally skipped 

Please also adjust the "(ii) NUMBER OF SEQUENCES:" response to include the skipped sequences. 
8 Skipped Sequences Scqucncc(s) missing. If intentional, please insert the following lines for each skipped sequence. 



(NEW RULES) 



<2I0> sequence id number 
<400> sequence id number 
000 



Use of n*s or Xaa's Use of n*s and/or Xaa's have been detected in the Sequence Listing. ^ • . 

(NEW RULES) Per 1.823 of Sequence Rules, use of <220>-^223> is MANDATORY if n's or Xaa's are present. ^ 
In <220> to <223> section, please explain location of n or Xaa. and which rc^ue n or Xaa represent^;.. 



11 



_ Invalid <2I3> 
Response 

Uscof<220> 



Per 1.823 of Sequence Rules, thf only valid <2I3> responses are: Unknown. Artificial Sequence, or 
scientific name (Genus/species). <220>-<223> section is required when <2I3> response is Unknown or 
is Artificial Sequence 



Sequencc(s) 



missing the <220> "l-caiurc*' and associmed numeric; identifiers and responses. 



12 



Patcntin 2.0 
"bug" 



Use of <220> to <223> is MANDATORY if <213> "Organism" rcspons<ris "Artificial Sequence" or 
"Unknown." Please explain source of genetic material in <220> to <223> section. 
{Sec "Federal Register." OWOl/1998. Vol. 63. No. 104, pp. 2963i-32) (Sec. 1.823 of Sequence Rules) 

Please do not use "Copy To Disk" function of Paieniln version 2.0. This causes a corrupted file, 
resulting in missing mandatory numeric identifiers and responses (as indicated on raw sequence 
listing). Instead, please use "File Manager" or any other manual means to copy file to floppy disk. 



. Misuse of n/Xaa "n" can only represent a single nucleotide ; "Xaa" can only represent a single amino acid 



AMC - Biotechnology Systems Branch - 09/09/2003 
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IFW16 



RAW SEQUENCE LISTING DATE: 11/21/2003 

PATENT APPLICATION: US/09/643,128 TIME: 11:01:32 

Input Set : A:\PTO.YF.txt 

Output Set: N:\CRF4\11212003\l643128.raw 

4 <110> APPLICANT: Jifan Hu, GMR Epigenetics Corporation; 

5 Andrew R. Hoffman, Stanford University 

7 <120> TITLE OF INVENTION: Gene Inactivation by Targeted DNA Methylation 

9 <130> FILE REFERENCE: 10853-005-999 
C-"> 11 <140> CURRENT APPLICATION NUMBER: US/09/643 , 128 

12 <141> CURRENT FILING DATE: 2000-08-21 

14 <lbO> PRIOR APPLICATION NUMBER: US60/96,749 

15 <151> PRIOR FILING DATE: 2000-04-12 
17 <160> NUMBER OF SKQ ID NOS: 56 
19 <170> SOFTWARE: Patentin For Windows v. 3 



ERRORED SEQUENCES 



w~> 

(in5C 



E— > 



3lairpin 



m: 



i^f icial sequence 



21 <210> SEQ TD NO: : 

22 <211> LENGTH: 5 . 

23 <212> TYPE: DNA 

24 <213> ORGANISM: A\ 

26 <220> FEATURE: 

27 <221> NAME/KEY: 

28 <223> OTHER INFORMATION: Phosphothioate oligonucleotide modified with 5-inethylcytidi ne 
1 at CpG 

29 dinucleotide sequence a a t ^ 
31 < 4,00^ SEQUENCE: 1 
32 
36 



xi Lul H^"^^ ArW-^ ^v^T-it , 




w~> 

(m5C) 



E~> 



W--> 

w~> 

fmSC) 



SEQ ID NO: 

37 <211> LENGTH: 5 

38 <212> TYPE: DNA 

41 <220> FEATURE Hairpy i ^(^Vh^ Q^ror^ ' ' ^^^^ ^ j ^ y 

42 <221> NAME/KEY: m5C 

43 <223> OTHER INFORMATION: Phosphothioate oligonucleotide modified with 5-methylcyt idlne 
at CpG 

4 4 dinucleotide sequence 

4 6 ^400>^EQUENCE: 2 
47 p^gtMcg 
51T2iO> SEQ ID NO: 3 

52 <21]> LENGTH: 10 

53 <212> TYPE: DNA 

54 <213> ORGANISM: ArtjL^^nc^l sequence 

56 <220> FEATURE : <J[ai£pir«r^ 

57 <221> NAME/KEY: mSC 

58 <223> OTHER INFORMATION: Phosphothioate oligonucleotide modified with 5-methyl ryt idine 
at CpG 



file://C:\CRF4\Outhold\VsrI643) 28 htm 
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b9 dinucIeoL ide sequence 

63 <400> SEQUENCE: 3 



file://C:\CRF4\Outhold\VsrI643 1 28 htm 



1 
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E— > 



W~> 



62 

66 
67 
68 
69 
71 




RAW SEQUENCE LISTING 
PATE^3T APPLICATION: US/09/643,128 



DATE : 
TIME: 



11/21/2003 
11:01:32 



nput Set 
Output Set 



A:\PTO.YF.txt 

N: \CRF4\11212003\I643128 . raw 



cga 

<21 

<2n> 

<212> 
<213> 
<220> 



t) NO: 
LENGTH: 22 
TYPE: DNA 
ORGANISM: A 
FEATURE: cMai 




W--> 72 <221> NAME/KEY: xnSC 

73 <223> OTHER INfORMATION : 
(mSC) at CpG 



ial sequence 



Phosphothioate oligonucleotide modified with 5-mothylcyt idine 



74 
76 
77 
Hui fan 
78 
79 
80 
81 
82 
83 
84 



dinucJcotide sequence 
<300> PUBLICATION INFORMATION: 
<301> authors: Xiaoming Yao, Ji-Fan 



Hu, Mark Daniels, Hadas Shiran, Xiangjun Zhou, 



Yan, 

Hongqi Lu, Zhilan Zeng, Qingxue Wang, Tao Li, and Andrew R. Hoffman 
<302> TITLE: A methylated oligonucleotide inhibits IGF2 expression and enhances 
survival 

in a model of hepatocol i ular carcinoma 
<303> JOURNAL: Journal of Clinical Investigation 
<307> DATE: in press 



86 <400^SEQUEW:E: 4 ^^Oi^f^ 




cial sequence 



<2loVsKQ"rt) NO: 
<211> LENGTH: 33 
<212> TYPE: DNA 
<213> ORGANISM ^r 
<220> FEATURE :(1fai 
<221> NAME/KEY: mSC 
<223> OTHER INFORMATION: 
CpG 

dinucleoLide sequence 
<300> PUBLICATION INFORMATION: 
<301> authors: Xiaoming Yao, Ji-Fan 




Phosphothioate oligonucleotide modified with 6-methylcytidine 



Hu, Mark Daniels, Hadas Shiran, Xiangjun Zhou, 



Yan, 

Hongqi Lu, Zhilan Zeng, Qinqxue Wang, Tao Li, and 
TITLE: A methylated oligonucleotide inhibits IGF2 
survival 

in a model of hepatocellular carcinoma 
<303> JOURNAL: Journal of CJinical Investigation 
<307> DATE: in press 
<4 00> SEQUENCE: f> 
cgacgt^i^cgttoS 

Q iVnO: 6 
LENGTH: 22 



Andrew R. Hoffman 
expression and enhances 



=g(^gcc^bggg^ctgggaggagt^cgg 





118 <212> TYPE: DNA 

119 <213> ORGANISM: Artificial sequence 
121 <220> FEATURE: 

W~> 122 <221> NAME/KEY: 

123 <223> OTHER INFORMATION: Phosphothioate oligonucleotide 

125 <300> PUBLICATION INFORMATION: 

126 <301> authors: Xiaoming Yao, Ji-£'an Hu, Mark Daniels, Hadas Shiran, Xiangjun Zhou, 
Huif an 



file://C:\CRF4\Outhold\VsrI643 1 28.htm 
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m Yan, 
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RAW SEQUENCE LISTING DATE: 
PATENT APPLICATION: US/09/643,128 TIME: 

Input Set : A:\PTO.YF.txt 

Output Set: N:\CRF4\11212003\l643128.raw 



11/21/2003 
11:01:32 



and Andrew R. Hoffman 
1GF2 expression and enhances 



135 <40( 



E~ 



> IB^ggtcacggtQaggcgtagatgg ^ 

140>2 10> 3EQ lb NO : 1 ' T" 



(m5C) at CpG / . f 

dinuclootide sequence / V^-^^^^ /ATO /OJ 
SEQUENCE: 7 ^ 



128 Hongqi Lu, Zhilan Zeng, Qingxue Wang, Tao T.i 

129 <302> TITLE: A methylated oligonucleotide inhibits 

130 survival 

131 in a model of hepatocellular carcinoma 

132 <303> JOURNAL: Journal of Clinical Investigation 
W~> 133 <307> DATE: in press ^ /^jo js'j 

141 <211> LENGTH: 21 

142 <212> TYPE: DNA 

143 <213> ORGANISM: /pititlcial sequence 

W~> 145 <220> FEATURE C^^rj^j^ 
W~> 146 <221> NAME/KEY: mSC 

147 <223> OTHER INFORMATION: Phosphothioate oligonucleotide modified with 5- 
methylcytidine (m5C) at CpG 
148 

150 <4J30> SEQUENCE 
E — > 151 t6i5)bgctaatctA5cgcccactt5^ 2 / — ' 

154 <7l0> SEQ ib'N0:'8* 

15i> <211> LENGTH: 20 ^^^""'^ 

156 <212> TYPE: DNA \ 

157 <213> ORGANISM: _Aj;ti.ficial sequence/ c-myc J 
W— > 159 <220> FEATURE : 6jai£P ^ 

W— > 160 <221> NAME/KEY: mSC 

161 <223> OTHER INFORMATION: Phosphothioate oligonucleotide modified with 5- 
methylcytidine (m5C) at CpG 

162 dinucleotide sequence / (^/^-^'"''V^ 
164 <4QJ1> SEQUENCE: 8 ^ ^ 

E — > 165 ac^^gg^c^tttataatg^J'^ga 

169 <210> SEQ l6 NO: § 

170 <211> LENGTH: 20 

171 <212> TYPE: DNA 

172 <213> ORGANISM: Artificial sequen 
W— > 174 <220> FEATURE <rBai^I ^ 
W~> 175 <221> NAME/KEY: mSC 

176 <223> OTHER INFORMATION: Phosphothioate oligonucleotide modified with 5- 
methylcytidine {m5C) at CpG y ^ 



421 V 




sequence 



/o 



s 



177 dinucleotide 

179 <400> SEQUENCE: 9 V 
E — > 180 tq^cgcccacAgcggccctttat ^ 

184 <il0> SEQ'id NO: lO' 

185 <211> LENGTH: 18 

186 <2]2> TYPE: DNA 

187 <213> ORGANISM: Artificial sequenc 
W~> 189 <220> FEATURE '. (^^^r^ j 
W~> 190 <221> NAME/KEY: m5C 

191 <223> OTHER INFORMATION: Phosphothioate 
methylcytidine (m5C) at CpG 

192 dinucleotide sequence 
194 <400> SEQUENCE: 10 / 

fcgtagccMcgagag^^tg ^ 
199 <2r0> SEQ ID NO: 11 



Zo6r 




oligonucleotide modified with 5- 



E— > 195 c< 



•lh:> 
111.- 



file://C ACRF4\Outhold\VsrI643128.htm 



11/?1/0^ 



<U0> 
<120> 

<no> 



< 1 <o> 
< i< I > 



<150> 



V • 

smith. '^ohn^^SmUhgcnc Inc. 
CKimplc'or * icQucn<rc Liscino 



01-JOOOOI 

rCT/crse/ooool 
I 9 9 e - 1 J - 3 J 

us Ofl/999,999 
1997-10-Ii 



t 



<uo> 

*|')0> 



l'*tcntJn version ?.0 



< ? I ? > 

< ? i ) > 



I 

)09 

DMA 

Poromcciiim sp. 



<2?0» 

*?n > 

<?2?» 

< )00> 

< )01 » 

< )0?» 

< )03 > 

< 304 » 

< )0S> 

< )0C> 

< )07 > 

< )00> 

< )09> 



CDS 

(?79l . . - 009) 



Ooc. nic»»*rd of J Ccnc Encoding o 

Journal of Ccncs 

1 

4 

1900-OC-)1 X 
1900-OC-)I 



«400> » r.ooOCllCl COCCCl<JCl.> .UCaQOtCtC 

09Ct9t09Lc oitcccgcqi cctctccict ciqQQ^:^^*^^ 

.^r^nrttcd coOQCogqcVi gocAQQcagc 
ogggog^gig icctgoccci cccccgccit tgc^gciico 

cgo.g.ggc. .e.gccggc. g.gcc.c.gg^c....r.gcc .gg-.^gg. ^..^--^^ 

cgcggcgcgg cggcccccc. cgcgcccc.c^' ccgcgcccc c.cccgc.cc cc.cccgccc 



CO 
\ 70 
lOO 
7*0 




Appendix, 3. page 2 



* ■ — 

ggACCCo«tc ^ggi^^gcso 0*99*90909 c*9CC*9c -^\K^9 Ott tc*- «to - ttc \qc j-,. 

rtt't V«l Scr Met The 5cr 

* I S 

^ • - * "I" 

■ » *' 

^ttg ' tec tic «4« too v^*^^ c** '3<< 

Leu scr The Lys . Trp SCro Cly - The Cy« Leu ,-Cnc VaI Cy5 ^^c^ The cin 



tot ccc **• oic ; c^^ ccc toi c*c tc* tc* cto Cdo ceo . a*i cti 

n^^ Ivy. -o^ I ' 1*... I*:- -Lcu . Cln Pro Asn. .jij«u.*r 

35 



Cy« Pro ty$ -VaI LCu fro Cys His 



25 



)0 



569 



<210> 
<31 1> 
<212> 
<2l)> 



n 

r^rAmccium sp. 



<<00> 2 

/ICC Vdl Scr Mci riic Scr Leu Scr PUc lys IVp Pro Cly Phc Cy5 Lcu 
I i 10 r . I J 

I'Jtc Vol Cri Lcu riic Cln Cy; rro (.ys Vo J l.cu Pro Cys His Scr Scr 
20 2S )0 

tcu C I n IVo Asn l.ou 
3V 



<?I0> 
<2J 1> 
<212> 



) 

{ 1 

PKT 



<2?)> 



<<00> 



<2I0> 
<400> 
000 



designed pcpiiOc l>05Cd on siic ond poiority to oci ,i 
linhcr between ilic alpli*) ond bclo clioins of froicin IX'I 

) 



Met Vol Asn i.co Clu I'l 0 MCi. Mis T»ir Clu lie 



10 



i: 



(Annex Vfjl followxl 



cable The numeric idcnciflcf ahAll be used only in t-Mc Sequence 
LisLinV-" The order and prcacncation o( Che items of information in t 
"Sequence Liacin^" ihall conform to the arringcmcnC giycn below. Cach 
iccm ot information shali begin on a new line and sh»ll begin with the 
numeric identifier enclosed In- angle brackets a? ^5hown . . The subrois^on 
oi those items of information dcaiyndtcd withSdnf"!!" is mandatory. The 
submission of those items of information designated with an "O" is 
option&X. Kumctic identifiers <110> throuyh <]70> shall onlyubc set 
forth 'at the beginning of the -Sequence tlsting.";r^ foribWing table 
illustrACcs the nimieric ftjcnti fieri.. . * ' 



Che' 



Numeric 
Identifier 

<1 10> 



DcfinitXx>n 



Applicant 



« 



: Comments and 
rorma t 

Preferably max. 
of 10 names ; 
one name per line; 
preferable .format: 
Surname* Other/- 
Names and/or 
Initials 



Mandatory (M) or 
Optional JO) 



<120> 



<130> 



< i <0> 



Title of 
Invention 

rile Hefcrcnce 



Current Appl ica 
c i on Numbc r 



Personal file 
rc f crcncc 



Specify as: 

US 07/999, 999 or 

PCT/US9C/99999 



M 

9 

M. when filed prior 
to assignment of 
appi . num}jc r 

if a va i 1 abl 0 



< 1 < ) > 



Current filing 
Dale 



Spccity as: yyyy- mm- dd H. if available 



< ; ^0> 



<I00> 



<170> 



<2I0> 



<2 I 1 > 



Prior Application Specify as: 
Number us 07/999, 999 or 

PCT/US9C/99999 



M. II applicable 
1 nc 1 udo priori t y 
documents under 
3S use 1 19 and 
120 



Prior Application Specify as: yyyy-mm-dd M, if applicable 
riling Date 

Num>>cr of SCO 10 Count includes 



NO 5 



S.oftwarc . 



SCO I D NO: « 



M 



0 



M 



Lcng ch 



total numbe c^of 
S CO 10 N06 

Name of software used 
to Of ca tc the 
Sequence Listing 

f^csf^nse shall be an 
integer rcpcc- 
senting the SCO 
10 NO shown 6 



Respond with an integer M 
expressing the number 
of bases or amino acid 
residues 



<2 1 2> 



>'PC 



Whcc'iCf pfcscnccd 
sequence mo 1 c • 
culc is PNA, 
/V/A, or PRT 
(proCcXn). If 
. « nucleotide 
sequence con- 
t«.ln5 both DNA-^ 

mcnCs, the 

type shall be 

"DMA.- Ift ad- 
dition, the 
* combined WhI 
{\iit\ molecule 
shfiii be further 
described in 
the <220> to 
<22J> feature 
section. /- 



<2n> 



Or9Anl5rn 



Sclcnti fic name, 
i.e. Ccnui/spccici , 
Unhnown or ArtiTi- 
cia} Sequence. In 
addition, Che 
"Unhnown" or 
"Art i fi ci a 1 Se- 
quence** orqaniims 
sttall be further 
<iQiCt\hc6 in the 
<220> lo <223> 
feature section. 



M 



<220> 



r cd lu rc 



Leave blanh iUor 
<?20>. <221-223> 
provide for i 
dcjrription of 
points of bio- 
logical 5 igni - 
f 1 cdncc I n t lie 
sequence . 



M. onde f vl»e 
foil owi ng condi - 
L ions : i f *'n, " 
"Xaa. or a mod- 
I f i cd or unusua 1 
L*amino acid or 
modified b^sc was 
used in d se- 
quence; if OfiCA/^- 
15M is ''Artifi- 
cial Sequence" or 
"Unhnown "1tt\^ 
molecule is \ 
combined Ki\Khm^t\. 



<22l > 



N<jmc/Key 



<222> 



Locd c i on 



Provide appropriate 
idcot I f I c r for 
fca cure, prc- 
fcr<*Uly from 
wi no Standa rd 
ST.^ 11998). 
Appendix 2, 
Tdblcs 5 And 6 

Spec 1 f y 1 oca t ion 
within sequence; 
where appropcijte 
st<Jie number of 
first #ind last 
1>*H s e s /^mi no ^CidJ 



undc r the fol - 
lowing conditions 
if "n, " "Xaa, ** or 
a mod t f I cd or un • 
u}u<)] L^amino 
ac id or modi f i e.d 
base was used in 
a sequence 

M, under the fol- 
lowing conditions: 
if "n. " "Xaa. * or 
a mod I ( icd or un- 
usudl L-amino 
acid or /nodi f i cd 



